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Therefore, no new matter has been introduced, and there was no deceptive intent on the part of the 
Applicant. 

Claim 4 

In issued claim 4 (previously numbered claim 13) in column 12, text line 45, the claim reads 
". . .wherein Ri represents H; CH 3 , or CH2CH3; and. . The first semicolon should be a comma. 
This correction not add new matter, since the Applicant listed the claim with the comma in the 
Amendment dated December 2, 2003 filed in response to the Office Action dated June 2, 2003 (Tab 
A). The previously numbered claim 13 was subsequently allowed in the Notice of Allowance dated 
December 31, 2003 (Tab B) and was issued as claim 4. 

Claims 21- 23 

Claims 21 and 23 contain a duplicated phrase which is not necessary. It recites that a 
method "comprising administering an effective amount of a compound comprising administering an 
effective amount of a compound. . One of these phrases should be removed so the claim recites 
this phrase only one time. 

Claim 22 recites a method "comprising administering an effective amount of a calystegine 
compound comprising administering an effective amount of compound. . The former phrase, 
which references the calystegine compound, should be removed. 

These errors were inadvertent and not made with deceptive intent. 

Claims 34-36 

Within the second line of each of issued claims 34-36, "a typical" should be replaced with 
the word "atypical". The Amendment dated December 2, 2003 (Tab A) recites the claims 
(previously numbered 43, 44, and 45, respectively) correctly. Thus, no new matter has been 
introduced. 
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IN THE CLAIMS 

Please cancel claims 1-9. Please add new claims 10-48 as follows: 
1-9. Canceled 

10. (new) A method of treating Fabry disease comprising administering to 
individual in need thereof an effective amount of a compound of the formula: 



wherein Ri represents H, CHa, or CH2CH3; and 

R2 and R3 independently represent H, OH, a simple sugar, a 1-3 carbon alkyl, 



11. (new) A method of treating Fabry disease comprising administering to an individual 
in need thereof an effective amount of a compound of the formula: 



6 




alkoxyl, or hydroxyalkyl group. 




wherein 



for calystegine As: Ri= H, R2=OH, Ri=H, R 4 =H; 
for calystegine B2: Ri= H, R2=OH, R3=H, R 4 =OH; 
for calystegine B 3 ; Ri= H, R 2 =H, Rj=OH, R 4 =OH; and 
for N-methyl-calystegine: Ri= CH 3 , Ri=OH, R3=H, R 4 =H. 
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12. (new) A method of treating Fabry disease comprising administering to an individual 
in need thereof an effective amount of a compound of the formula: 




wherein Ri represents H, CHs, or CH2CH3; 

R2 and R3 independently represent H, OH, a 1-6 carbon alkyl, hydroxyalkyl, 

alkoxy, or a simple sugar; and 

R4 and R5 independently represent H or OH. 



13. (new) A method of enhancing the activity of lysosomal a-galactosidase A in a 
mammalian comprising administering an effective amount of a compound of the formula: 




wherein Ri represents H, CH3, or CH2CH3; and 

R2 and R3 independently represent H, OH, a simple sugar, a 1-3 carbon alkyl, 
alkoxyl, or hydroxyalkyl group. 
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14. (new) A method of enhancing the activity of lysosomal ogalactosidase A in a 
mammalian comprising administering an effective amount of a compound of the formula: 



wherein 




for calystegine Aa: Ri= H, R2=OH, R3=H, R 4 =H; 
for calystegine B2: Ri= H, R2=OH, Ri=H, R 4 =OH; 
for calystegine Bs; Ri= H, R2-H, R3=OH, R 4 =OH; and 
for N-methyl-calystegine: Ri= CH», Ri=OH, R3=H, R 4 =H. 



15. (new) A method of enhancing the activity of lysosomal o>galactosidase A in a 
mammalian comprising administering an effective amount of a compound of the formula: 

Rl 



wherein 




Ri represents H, CHs, or CH2CH3; 

R2 and R3 independenfly represent H, OH, a 1-6 carbon alkyl, hydroxyalkyl, 

alkoxy, or a simple sugar; and 

R 4 and Rs independently represent H or OH. 



16. (new) A method of stabilizing lysosomal a-galactosidase A in mammalian cells 
comprising administering an effective amount of a compound of formula: 



{W:\04168\100J672-US2\00095487.DOC ll90Iinramifl!mBDDDODO H 



16. (new) A method of stabilizing lysosomal a-galactosidase A in mammalian cells 
comprising administering an effective amount of a compound of formula: 

CH 2 OH Ri 

Koh \» 

1 — f R 2 

wherein Ri represents H, CH3, or CH2CH3; and 

R2 and Rs independently represent H, OH, a simple sugar, a 1-3 carbon alkyl, 
alkoxyl, or hydroxyalkyl group. 




17. (new) A method of stabilizing lysosomal o>galactosidase A in mammalian cells 
comprising a<iministering an effective amount of a compound of formula: 




6 



wherein for calystegine As: Ri = H, R2=OH, R3=H, R»=H; 

for calystegine B2: Ri= H, R2=OH, R3=H, R4=OH; 
for calystegine B 3 ; Ri= H, R2=H, R3=OH, R 4 =OH; and 
for N-methyl-calystegine: Ri= CHs, R2=OH, R3=H, R 4 =H. 

18. (new) A method of stabilizing lysosomal a-galactosidase A in mammalian cells 
comprising administering an effective amount of a compound of formula: 
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wherein 



Ri represents H, CHa, or CH2CH3; 

R2 and R3 independently represent H, OH, a 1-6 carbon alkyl, hydroxy alky 1, 

alkoxy, or a simple sugar; and 

R4 and R5 independently represent H or OH. 



19. (new) A method of preventing the degradation of lysosomal a-galactosidase A in a 
mammalian comprising administering an effective amount of a compound of the formula: 



wherein Ri represents H, CHs, or CH2CH3; and 

R2 and R3 independently represent H, OH, a simple sugar, a 1-3 carbon alkyl, 
alkoxyl, or hydroxyalkyl group. 

20. (new) A method of preventing the degradation of lysosomal a-galactosidase A in a 
m a mm alian comprising administering an effective amount of a compound of the formula: 



6 





or 




6 



wherein 



for calystegine A3: Ri= H, Ri=OH, Ra=H, R 4 =H; 
for calystegine B2: Ri = H, R2=OH, Ra=H, R 4 =OH; 
for calystegine B3; Ri= H, R2=H, R3=OH, R 4 =OH; and 
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for N-methyl-calystegine: Ri= CH3, R2=OH, R}=H, R 4 =H. 



21. (new) A method of preventing the degradation of lysosomal o>galactosidase A in a 
mammalian comprising administering an effective amount of a compound of the formula: 




wherein Ri represents H, CHa, or CH2CH3; 

Rz and R3 independently represent H, OH, a 1-6 carbon alkyl, hydroxyalkyl, 

alkoxy, or a simple sugar; and 

R4 and Rs independently represent H or OH. 



22. (new) A method of preventing deposition of neutral glycosphingolipids in vascular 
endothelial cells in an individual in need thereof, comprising administering an effective amount 
of a compound of formula: 



6 




wherein Ri represents H, CH 3 , or CH2CH3; and 

R2 and R3 independently represent H, OH, a simple sugar, a 1-3 carbon alkyl, 
alkoxyl, or hydroxyalkyl group. 
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23. (new) A method of preventing deposition of neutral glycosphingolipids in vascular 
endothelial cells in an individual in need thereof, comprising administering an effective amount 
of a calystegine compound of formula: 



wherein 




for calystegine As: Ri= H, R2=OH, R»=H, R 4 =H; 
for calystegine B 2 : Ri= H, R2=OH, R)=H, R 4 =OH; 
for calystegine Bs; Ri= H, R2=H, R3=OH, R 4 =OH; and 
for N-methyl-calystegine: Ri = CHa, Ri=OH, Rj=H, R 4 =H. 



24. (new) A method of preventing deposition of neutral glycosphingolipids in vascular 
endothelial cells in an individual in need thereof, comprising adrninistering an effective amount 
of a compound of formula: 



wherein Ri represents H. CHs, or CH2CH3; 

R2 and R3 independently represent H, OH, a 1-6 carbon alkyl, hydroxyalkyl, 

alkoxy, or a simple sugar; and 

R4 and Rs independently represent H or OH. 
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25. (new) The method of claim 24, wherein the compound is selected from the group 
consisting of 1-deoxynojirimycin, 1-deoxygalactonojirimycin, a-homonojirimycin, 3,4-diipi-a- 
homoriojirimycin, and 4-^z-fagomine. 

26. (new) The method of claim 25 wherein the compound is 1-deoxygalactonojirimycin. 

27. (new) The method of claim 22, wherein the glycosphingolipids are predominantly 
ceramide trihexoside. 

28. (new) The method of claim 23, wherein the glycosphingolipids are predominantly 
ceramide trihexoside. 

29. (new) The method of claim 24, wherein the glycosphingolipids are predominantly 
ceramide trihexoside. 

30. (new) A method of preventing renal failure associated with deposition of neutral 
glycosphingolipids in vascular endothelial cells in an individual in need thereof, comprising 
administering an effective amount of a compound comprising administering an effective 
amount of a compound of formula: 



6 




wherein Ri represents H, CH 3 , or CH2CH3; and 

R2 and R3 independently represent H, OH, a simple sugar, a 1-3 carbon alkyl, 
alkoxyl, or hydroxy-alkyl group. 
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31. (new) A method of preventing renal failure associated with deposition of neutral 
glycosphingolipids in vascular endothelial cells in an individual in need thereof, comprising 
administering an effective amount of a calystegine compound comprising administering an 
effective amount of a compound of formula: 




wherein for calystegine As: Ri= H, Ra=OH, R3=H, R»=H; 

for calystegine B2: Ri= H, R2=OH, R3=H, R4=OH; 
for calystegine B 3 ; Ri= H, Ra=H, R3=OH, R 4 =OH; and 
for N-methyl-calystegine: Ri= CHs, R2=OH, R3=H, R»=H. 

32. (new) A method of preventing renal failure associated with deposition of neutral 
glycosphingolipids in vascular endothelial cells in an individual in need thereof, comprising 
administering an effective amount of a compound comprising administering an effective 
amount of a compound of formula: 




wherein Ri represents H, CHs, or CH2CH3; 

R2 and R3 independently represent H, OH, a 1-6 carbon alkyl, hydroxyalkyl, 

alkoxy, or a simple sugar; and 

R» and Rs independently represent H or OH. 
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33. (new) The method of claim 32, wherein the compound is selected from the group 
consisting of 1-deoxynojirimycin, 1-deoxygalactonojirimycin, a-homonojirimycin, , 3,4-dte/w- 
a-homonojirimycin, and 4-epj-fagomine. 

34. (new) The method of claim 33 wherein the compound is 1-deoxygalactonojirimycin. 

35. (new) The method of claim 30, wherein the glycosphingolipids are predominantly 
ceramide trihexoside. 

36. (new) The method of claim 31, wherein the glycosphingolipids are predominantly 
ceramide trihexoside. 

37. (new) The method of claim 32, wherein the glycosphingolipids are predominantly 
ceramide trihexoside. 

38. (new) A method of preventing premature myocardial infarctions and strokes 
associated with deposition of neutral glycosphingolipids in vascular endothelial cells in an 
individual in need thereof, comprising administering an effective amount of a compound of 
formula: 



6 




wherein Ri represents H, CHa, or CH2CH3; and 

R2 and Rs independently represent H, OH, a simple sugar, a 1-3 carbon alkyl, 
alkoxyl, or hydroxy-alkyl group. 
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39. (new) A method of preventing premature myocardial infarctions and strokes 
associated with deposition of neutral glycosphingolipids in vascular endothelial cells in an 
individual in need thereof, comprising adininistering an effective amount of a compound of 
formula: 



wherein 




for calystegine As: Ri= H, R2=OH, R3=H, R»=H; 
for calystegine B2: Ri= H, R2=OH, R3=H, R 4 =OH; 
for calystegine B 3 ; Ri= H, Ri=H, R3=OH, R 4 =OH; and 
for N-methyl-calystegine: Ri= CH3, R2=OH, R3=H, R 4 =H. 



40. (new) A method of preventing premature myocardial infarctions and strokes 
associated with deposition of neutral glycosphingolipids in vascular endothelial cells in an 
individual in need thereof, comprising administering an effective amount of a compound of 
formula: 

6. 




wherein Ri represents H, CHa, or CH2CH3; 

R2 and R3 independently represent H, OH, a 1-6 carbon alkyl, hydroxyalkyl, 

alkoxy, or a simple sugar; and 

R4 and Rs independently represent H or OH. 
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41. (new) The method of claim 40, wherein the compound is selected from the group 
consisting of 1-deoxynojirimycin, 1-deoxygalactonojirimycin, c^homonojirimycin, 3,4-diepi-ar 
homonojirimycin, and 4-e/w'-fagomine. 

42. (new) The method of claim 41 wherein the compound is 1-deoxygalactonojirimycin. 

43. (new) The method of claim 38, wherein the individual has the atypical Variant form 
of Fabry disease. 

44. (new) The method of claim 39, wherein the individual has the atypical variant form 
of Fabry disease. 

45. (new) The method of claim 40, wherein the individual has the atypical variant form 
of Fabry disease. 

46. (new) The method of claim 38, wherein the glycosphingolipids are predominantly 
ceramide trihexoside. 

47. (new) The method of claim 39, wherein the glycosphingolipids are predominantly 
ceramide trihexoside. 

48. (new) The method of claim 40, wherein the glycosphingolipids are predominantly 
ceramide trihexoside. 
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REMARKS/ARGUMENTS 
Claims 10-48 are pending in this application. Claims 1-9 have been canceled. New 
claims 10 are added. 

Support for new claims 10-12 can be found in the specification on pages 4-5 and in 
Examples 9 and 10 on page 18, and in Figure 2B and Figure 11. 

Support for new claims 13-15 can be found in the specification on pages 4-5, and in 
Figures and figure descriptions for Figure 2A, Figure 3A-B, Figure 4A-C, Figure 7, Figure 10 
and Figure 11. Support can also be found in Examples -4 on pages 13-15 and Example 8 on 
page 17. 

Support for new claims 16-18 can be found in the specification on pages 4-5 and in the 
figure description of Figure 6 on page 6, and also in Example 5 on page 16. 

Support for new claims 19-21 can be found in the specification on page 3, second full 
paragraph. 

Support for new claims 22-24, 27-32, and 35-48 can be found in the specification at 
page 1, first full paragraph under the section entitled BACKGROUND OF THE INVENTION, 
and on pages 4-5. 

Support for new claims 25-26 and 33-34 can be found in the specification on pages 4-5 
and in Examples 1-3 and in Figures 1A-C. 
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The examiner has rejected originally filed claims under the judicially created doctrine 
of obviousness-type double patenting for allegedly not being patentably distinct from the claims 
of commonly-owned U.S. Patent No. 6,274,597 to Fan et al. Although Applicants have 
canceled claims 1-9, new claims 10-21 are generic to, or claim similar subject matter as 
commonly-owned patents 6,274,597 and 6,583,158, and 6,599,919, to Fan et al. 
Accordingly, submitted here with is a terminal disclaimer over the above-identified patents, 
which should obviate any obviousness-type double patenting rejections. 

Reconsideration and allowance of the claims is respectfully requested. 

If the Examiner has any other issues or concerns, please contact the undersigned at the 
telephone number below. 



Darby & Darby P.C. 
Post Office Box 5257 
New York, NY 10150-5257 
212-527-7700 
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Amdt. Dated December 2, 2003 

Reply to Office Action of June 2, 2003 



Respectfully submitted, 



Dated: June 11, 2003 




Stephanie Amoroso, Ph.D 
Reg. No. 51,401 
Agent for Applicants 
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Claim 6, line 2; insert the word -cell-- in front of the word "mammalian." 

Claim 10, line 2; insert the word --cell- in front of the word "mammalian." 

Claim 1 1 , line 2; insert the word -cell-- in front of the word "mammalian." 

Claim 12, line 2; insert the word -cell- in front of the word "mammalian." 

Claim 21: delete the first instance of the following -comprising administering an 
effective amount of a compound -- 

Claim 22: delete the phrase -administering an effective amount of a calystegine 

compound- 
Claim 23: delete the first instance of the following -comprising administering an 
effective amount of a compound - 
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Claim 34, line 2; replace "a typical" with 



atypical --. 



Claim 35, line 2; replace "a typical" with 



atypical --. 



Claim 36, line 2; replace "a typical" with 



atypical --. 
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